Candida auris is an emerging fungal pathogen of rising concern due to its increasing incidence, 12 its ability to cause healthcare-associated outbreaks and antifungal resistance. Genomic analysis 13 revealed that early cases of C. auris that were detected contemporaneously were 14 geographically stratified into four major clades. Clade II, also termed East Asian clade, consists 15 of the initial isolates described from cases of ear infection, is less frequently resistant to 16 antifungal drugs and to date, the isolates from this group have not been associated with 17 outbreaks. Here, we generate nearly complete genomes ("telomere-to-telomere") of an isolate 18 of this clade and of the more widespread Clade IV. By comparing these to genome assemblies 19 of the other two clades, we find that the Clade II genome appears highly rearranged, with 2 20 inversions and 9 translocations resulting in a substantially different karyotype. In addition, large 21 subtelomeric regions have been lost from 10 of 14 chromosome ends in the Clade II genomes.
three global clades cause invasive infections, isolates from Clade II primarily cause ear 36 infections and have not been implicated in outbreaks, though cases of Clade II infections have 37 been reported on different continents. Here, we describe genetic differences between Clade II 38 and Clades I, III and IV, including a loss-of-function mutation in a gene associated with telomere 39 length maintenance and genome stability, and the loss of cell wall proteins involved in adhesion 40 and biofilm formation, that may suggest an explanation for the lower virulence and potential for 41 transmission of Clade II isolates. 
51
Initial genomic analysis of the outbreak identified four major genetic groups corresponding to 52 these geographic regions or Clades I, II, III, and IV (8). Clades I, III, and IV are responsible for 53 the ongoing and difficult to control outbreaks in healthcare facilities worldwide (9). Clade II, also 54 termed the East Asia clade, is predominantly associated with cases of ear infection and appears 55 to be less resistant to antifungals than other clades (10). While a reference genome assembly of 56 a Clade I isolate is commonly used for SNP analyses, the karyotype is known to vary based on 57 whole genome alignment with an assembly of a Clade III isolate (11) and wider analysis of 58 chromosomal sizes (12). To better understand the emergence of this species and phenotypic 59 differences between clades, here we leverage complete reference genomes for isolates from 60 Clades II and IV. We find that the genome of Clade II is highly rearranged and is missing large 61 subtelomeric regions that include candidate cell wall proteins found in all of the other three 62 clades, which may help explain the major difference in clinical presentation between isolates 63 from this clade and those from the global expanding clades causing outbreaks.
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Large chromosomal rearrangements and deletions in C. auris Clade II
66
To investigate genomic differences between clades, we generated complete chromosome scale 67 assemblies for isolates from Clades II and IV. Genome assemblies of B11245 (Clade IV) and telomeres at both ends, excluding one end that corresponds to rDNA in each assembly and one 70 additional end in B11220 ( Supplementary Table 1 ). While the number of chromosomes and 71 total genome size is similar (average 12.3 Mb), chromosome lengths can differ by up to 1.1 Mb 72 in Clade II relative to Clades I, III and IV (Figure 1a ; Supplementary Table 1 ). By aligning 73 these genomes with those previously published (11), we found evidence of large chromosomal 74 rearrangements (> 10 kb) between the C. auris clades (Figure 1b 
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In addition to rearrangements, we identified large genomic regions that were missing in one or 85 more clades, predominantly subtelomeric regions that are absent in Clade II relative to Clades I,
86
III and IV. Comparing the Clade I (B8441) and Clade II (B11220) genomes, we identified 11 87 large regions (>5 kb) absent in Clade II that encompassed 226 kb and 74 genes; 10 of these 11 88 regions are subtelomeric in B8441 (Figure 1b; Supplementary Table 2 ). Comparing with 89 assemblies of Clade III (B11221) and Clade IV (B11245), we confirmed that these regions were 90 also subtelomeric and only absent in Clade II. These subtelomeric deletions are a common 91 feature of isolates from Clade II, as these regions are also absent in five other Clade II isolates 92 from United States and South Korea, based on aligning whole genome sequence to B8441
93
( Supplementary Table 3 ). To search for genetic variation that could explain these dramatic 94 changes in genome integrity in Clade II, we examined loss-of-function mutations found 95 exclusively in Clade II isolates (Supplementary Note). We found that Clade II isolates have a the major differences that can occur between otherwise closely related isolates of a species.
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These candidate cell wall proteins are strong candidates to explain the different phenotypic 139 properties of these clades, and further understand the emergence of this species. 
